A B S T R A C T
INTRODUCTION
Indian Vedic literature, primarily Ayurvedic scripts have mentioned about many herbal preparations and are being used in the treatment of epilepsy, but most of them are not scientifically validated. Many organizations like WHO and ICMR have expressed the urgent need for validation of indigenous medicines as these could be potential alternative to fill in the treatment gap due to lack of sufficient supply and further which may help in the discovery of novel active principles and targets. In this research study we have selected three medicinal plant parts Nigella sativa seeds, Aeglemar melos leaves and Benincasa hispida fruits, for they are cited in ethnomedicine to possess antiepileptic activities but have no scientific validation. Hence we felt it would be worthwhile to scientifically study and validate their antiepileptic properties.
It is indigenous to India and is abundantly found in the Himalayan tract, Bengal, Central and South India. It is extensively planted near Hindu temples for its wood and leaves which are generally used for worship. Leaves of this plant is used along with many other plant materials for the treatment of continuous fever; convulsions; constipation and watery diarrhoea. [4] [5] [6] Antidiabetic activity, [7] [8] [9] Antidiarrhoeal activity, 10, 11 Analgesic activity, 12, 14 Radioprotective effect, 13 Anxiolytic and antidepressant effects.
14,15 Studies on Aegle marmelos leaves aqueous extract report Pb (II) ion adsorption from aqueous solution by leaves, 16 contraceptive efficacy in male albino rats, 17 anti-pyretic and antidiarrhoeal, 18 AntiUlcer, 19 Anxiolytic 20 and Abortificient effects in albino rats.
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Benincasa hispida
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The Sanskrit word kusmanda literally means that, fruit, which does not contain heat at all. Benincasa hispida (Thunb.) Cogn (Cucurbitacecae) fruit is widely used as a vegetable in India and other tropical countries. The fruit B. hispida is an important ingredient of ''Kushmandalehyam'' (Ayurvedic medicine) which is widely used in epilepsy and other nervous disorders, 25 and as anorectic. 26 Some of the important isolated constituents of B. hispida reported were triterpenes, sterols and glycoside and volatile oils.
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Nomenclature: Benincasa hispida, (synonym -benincasa cerifera), Family -Cucurbitaceae,Genus -Benincasa. Activities reported from pharmacological studies are Gastroprotective, 28, 29 antinociceptive, 29 anticompulsive.
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Nigella sativa
Nigella sati va commonly known as karayal is an annual flowering plant, native to southwest Asia. [33] [34] [35] Hepatoprotectiveactivity, [36] [37] [38] Hypolipidemicactivity, [37] [38] [39] [40] Anticanceractivity, [38] [39] [40] Antidiabetic and effects in metabolic syndrome, 41 Gastroprotective activity.
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MATERIALS AND METHODS
Ethical approval
The experimental protocol was approved by the Institutional Animal Ethical Committee (IAEC Reg.no 347/CPCSEA), Yenepoya University and care of laboratory animals were taken as per CPCSEA guidelines.
The collected leaves of A.marmelos were washed, air-dried, powdered and extracted with Soxhlet apparatus, in portions of 200g, with distilled water at 90 o C temperature for 3 days. After exhaustive extraction, the collected aqueous extract was dried on a water bath at 60 o C and kept under refrigeration. The final yield of the extraction was 12.5%.
Nigella sativa shade dried seeds were powdered and extracted with Soxhlet apparatus, in portions of 200g, with 99% ethanol at 60 o C temperature for 3 days. After exhaustive extraction, the collected ethanolic extract was dried on a water bath at 50 o C and kept under refrigeration. The final yield of the extraction was 25%.
Benincasa hispida fresh fruit pulp juice was filtered and dried on a water bath at 60 o C.
Preparation of Test drugs and extracts: 0.2 % Dimethyl sulfoxide (DMSO) was used uniformly for all the extracts and drugs as vehicle.For control group plain 0.2% DMSO was selected.
Qualitative phytochemical analysis of the test extracts were done with Preliminary chemical reaction tests 44 and Liquid chromatography-mass spectrometry (LC/MS).
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Experimental animals
Male Swiss albino mice aged 3-4 months, weighing 25-30g were used in the study.Experimental Animals were housed (Animal house, Yenepoya University, Reg. no 347/CPCSEA) in polypropylene cages and maintained at temperature (25 ±2º C) and light (light period, 06.00-18.00) in a controlled room with relative humidity of 50-55%. For the automated illumination control, a timer device was designed and installed in the animal house. Food and water were provided ad libitum. Experiments were carried out between 15:00 and 19:00 h.
Grouping and dosage
50 male Swiss albino mice were grouped into five groups, on control and three test groups (Aegle marmelos 900mg/kg, Benincasa hispida 900mg/kg, Nigella sativa 900mg/kg. Two standard groups (Sodium valproate 100mg/kg, Ethosuximide 125mg/kg). Route of administration was oral for all the treatmentgroups. Table 2 ).
As seen in the graph Ethanolic extract of Nigella sativa seeds showed effect on all the phases of Pentylenetetrazole(PTZ) induced seizure but Aqueous extract of Aegle marmelos 
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Pentylenetetrazole interferes with the GABAergic inhibitory control which aids several neuronal circuits propagate action potentials leading to seizure initiation. In case of Pentylenetetrazole, the site of initiation is reported to be the Limbic system. With further blockade of more and more GABA ergic inhibition by Pentylenetetrazole, seizure propagates through brain stem and probably when this reach brainstem through cerebellum the Tonic Phase characterized by spasm of muscles appears. Tonic phase appear at supra maximal doses without a clonic phase or without much demarcation between the phases in the control group where lag between clonic convulsion and tonic convulsion was only 1-4 seconds. From the time of Pentylenetetrazole administration the mean latency for clonic convulsion was 45 seconds and for tonic phase it was 46 seconds in control group. In NsEE treated group onset of clonic phase was after 2½ minutes (mean) and tonic phase was after 10½ minutes (mean). In case of AmAE clonic phase was after one minute (mean) and tonic phase was after 5 minutes (mean). This clearly shows that the extracts treated group differs in seizure behaviour from control groups.
We would propose that Aegle marmelos leaves and Nigella sativa seeds possess antiepileptic properties and could be useful in human patients. The possible mechanism of action as indicated by the seizure inhibitory pattern and theories discussed in previous paragraphs could be, 
